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Application/Control Number: 09/359,593 

Art Unit: 1632 

DETAILED ACTION 



Specification 

The abstrac, of the disclosure is objected to because of the inclusion o, legal 
phraseology such as -said bioactive substance" on line 4. Correction is retired. See 
MPEP§ 608.01(b). 

Claim Rejections - 35 USC § 101 

35 U S C 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, 
m anu,ac,ure, or composition of matter, or any new and useful improvement thereof, 
may obtain a patent therefor, subject to the conditions and requirements of »h,s title. 

Claim 39 is rejected under 35 U S C. 101 because the claimed invention is 
erected to non-statutory subject matter. The Cairn is directed to the use of a 
composition. The examiner wii, treat it as a c^sjondai* since the claim does no, 
contain steps o, a method, and its intended uses are no, considered when prior art ,s 
applied against the claim. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 
The specification snai, contain a en Ascription of ^ 

making and using it, in such ^^^531.? make and use the same and snai. 

SteK 
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Claims 17-20, 29, 30-34. 39, 47, and 48 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for a coacervate 
microsphere for controlled release of a recombinant expression vector or a recombinant 
virus from said microsphere, and the expression of a recombinant protein in transfected 
cells in wfro and in localized injected mouse tissues or implanted tumor cells, a gene 
delivery system and a method of delivery utilizing the same coacervate microsphere, 
does not reasonably provide enablement for the intended therapeutic uses of said 
coacervate composition, said gene delivery system, and said method of delivery in any 
and all hosts, including human. The specification does not enable any person skilled in 
the art to which it chains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. 

The factors to be considered in the determination of an enabling disclosure have 
been summarized as the quantity of experimentation necessary, the amount of direction 
or guidance presented, the state of the prior art, the relative skill of those in the art, the 
predictability or unpredictability of the art and the breadth of the claims. Ex parte 
Forman. (230 USPQ 546 (Bd Pat. Appl & Unt. 1986); In re Wands, 858 F.2d 731, 8 

USPQ 2d 1400 (Fed. Cir. 1988)). 

Claims 17-20, 39 and 47 are directed to a coacervate microsphere composition 
wherein administration of said composition to a patient results in controlled release of a 
recombinant expression vector or a recombinant virus, intracellular entry of said 
expression vector or said recombinant virus, and expression of a recombinant protein in 
transfected cells of said patients. 
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Claims 29 and 48 are drawn to a gene delivery system for transducing cells of a 
host using the coacervate microsphere composition of the instant application. 

Claims 30-34 are directed to a method for delivering a nucleic acid, preferably a 
recombinant virus, to a host by administering to a host a coacervate microsphere 
composition of the instant application, wherein said administration of said composition 
results in controlled release of said nucleic acid into the transfected cells of a host. 

The specification discloses a composition for controlled release of a bioactive 
substance, comprising of a coacervate in which a bioactive substance and a delivery 
agent are incorporated, and wherein the bioactive substance and delivery agent are 
recombinant viral vector and virus, respectively. The specification further discloses 
processes making said composition, and intended methods for using said composition 
to treat a whole spectrum of diseases. For specific examples, the specification teaches 
,he preparation of microspheres made by the coacervation of gelatin and alginate in the 
presence of recombinant adenovirus containing a luciferase expression cassette. I. 
further revealed that the variation in the microsphere composition and the cross-linking 
modulates the amount and released pattern of recombinant virus in in vitro assays. 
Lyophilization of adenovirus within the microspheres was also shown to minimize the 
bioactive loss in comparison to the Ionization of free adenovirus. With a human lung 
cancer engrafted on nude mouse model, it was demonstrated that bioactive adenovirus 
were released in vivo from the microspheres that were injected intratumorally, as 
evident by the luciferase activity in harvested tumor nodu.es. The above evidence is 
noted and considered, however, can no, be extrapolated to the broadly claimed 
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invention which encompasses therapeutic uses for the coacervate composition, its gene 
delivery system and its method of delivery when read in light of the specification. In 
effect, the scope of the above claims falls within the art of gene therapy. 

The specification is not enabled for the broadly claimed invention because a. the 
effective filing date of the instant application, gene therapy is a highly unpredictable art. 
,n a recent meeting report on a workshop for gene therapy and translationa, cancer 
research (Clin. Cancer Res. 5:471-474, 1999), Dang e. al. noted that further 
advancement in all fields including, g^deliyery, gsj^xra, immune 
manipulation, and the development of molecular targets is needed to make gene 
therapy a reality. They further dted the findings of the Orkin-Motulsky Committee 
(commissioned by the NIH director) which found that human gene therapy is an 
immature science with limited understanding of gene regulation and disease mode,s for 
preclinical studies (Firs, paragraph, page 471). Dang e« al. pointed out several factors 
Ming an effective human gene therapy, including, stumi*** a-JackofJong 
,.- ^ mc expression, and most importantly the efficient n *ne deHverv to 
tissues (las, paragraph, page 474). Current available gene delivery systems (both 
vira, and non-vira, vectors) have been reviewed by Wive, and Wilson (Methods of gene 
delivery, Hematol. Oncol. Clin. North Am. 12:483-501, 1998). In a summary, Wive, and 
Wilson stated that "One of the major challenges still confronting the field is the design of 
more efficient vectors. The gene delivery systems being used today will undoubtedly be 
seen as oude when compared with future developments. I. is unlikely that there will 
ever be a universal vector, but rather there will be multiple vectors speedily designed 
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for certain organ sites and certain diseases It will be necessary to do much more 

fundamental research in cell biology, virology, immunology, and pathophysiology before 
vectors can be significantly improved " (pages 498-499 in Summary section). 

Eck and Wilson (Gene-based therapy, 1996) also mentioned several factors that 
complicate in Wvo gene transfer and expression which result in therapeutic effects. 
These include, the fate of delivering vectors, the fraction of vectors taken up by the 
target cell population, the rate of vector degradation, the level of mRNA produced, the 
stability of the protein produced, the protein's compartmentalization within the cell or its 
secretory fate (Column 1, page 82). Even for localized administration of vectors, the 
above factors dWer dramatically based on the protein being produced, and the desirable 
therapeutic effect being sought Therefore, the level of gene expression, its duration, 
and its in vivo therapeutic effects are not always predictable, and hence not shown to be 
overcome with routine experimentation. 

The specification fails to provide guidance, direction and examples demonstrated 
that aforementioned obstacles in gene therapy can be overcome, particularly in light of 
a long list of diseases that the instant claimed invention contemplates to treat (see 
pages 39-41 ). Interestingly, in a recent peer-reviewed article, with respect to the results 
presented in this application, Kalyanasundaram et al. (Cancer gene therapy 6:107-112, 
1999) stated that -Although these results did not demonstrate a superior gene transfer 
efficiency under these conditions, it is possible that differently formulated mirospheres 
or an assessment of later time points after transduction may have yielded different 
results." (last sentence on column 1, page 111). 
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Accordingly, due to the lack of guidance, direction, and examples for effective 
therapeutic uses of the instant claimed invention, the unpredictability of the gene 
therapy art, the many variable factors controlling an effective gene therapy for various 
diseases, and the breadth of the claims, it would have required undue experimentation 
for one skilled in the art to use the broadly claimed invention. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
cifng fhe subject matter which the applicant regards as h.s .nvention. 

Claims 29, 32, 37, 39, 40 and 42 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. 

Claim 29 recites the limitation "said coacervate" in line 4. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim 32 is rejected under 35 U.S.C. 112, second paragraph, as being 
incomplete for omitting essential elements, such omission amounting to a gap between 
the elements. See MPEP § 2172.01. The omitted elements are: the viral vector in said 
virus must contain a transgene encoding a therapeutic agent, and said agent is 
expressed and released for transfected cells in a host, such that a therapeutically 
beneficial response can be produced. 

In claim 37, it is unclear what is encompassed by the phrase "engineered natural 
virus". Is it equivalent of a recombinant virus? Clarification is requested. 
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in claim 40, the phrase "said first solution and said second solution" in step (c) on 
, ine 6 o, the claim is unclear. Are they the same solutions in step (a)? Does any of the 
solution contain a nucleic acid or a delivery agent? Clarification is needed. 

in claim 42, it is unclear what is encompassed by the phrase "one or more 

Clarification is needed. 

Cairn 39 provides for the use of a coacervate of cat.onic and anionic molecules 
in the manufacture o, a medicament to transfect host celis in «Vo, but, since the claim 
does no. set forth any steps involved in the method/process, it is undear what 
method/process applicant is intending to encompass. A claim is indefinite where it 
m ere.y recites a use without any active, positive steps delimiting how this use is actually 
practiced. 

Cairn 39 is rejected under 35 U.8.C. 101 because the claimed recitation of a 

definition of a process, i.e., results in a claim which is no. a proper process claim under 
35 U S C 101. See for example Ex parte Dun* 153 USPQ 678 (Bd.App. 1967) and 
«ca/ P*** U* v. Brewer. 255 F. Supp. 131 , 149 USPQ 475 (D.D.C. 1966). 



Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.8.C. 102 that 
for the rejections under this section made in this Office action: 



form the basis 
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A person shall be entitled to a patent unless - 

by another who has fulfilled the requirements of paragraphs (1), (2), and (4) ot i ) 

title before the invention thereof by the applicant for patent. 

Claims 1-15, 17-21, 23-31, 33-34, 36-39, and 40-48 are rejected under 35 
U.S.C. 102(a) as being anticipated by Kalyanasundaram et al. (Cancer gene therapy 4: 
S23, 1997). 

The claims are directed to a composition comprising coacervate microspheres 
containing gelatin and alginate with calcium cation as a crosslinking agent, and a 
recombinant vector or recombinant virus. The claims are also drawn to a gene delivery 
system comprising the same composition, methods of preparing and using said gene 
delivery system. 

Kalyanasundaram et al. disclosed the preparation of coacervate microspheres in 
which recombinant adenovirus containing a luciferase expression cassette are 
encapsulated, with all elements containing in the stated claims. Kalyanasundaram e. 
al. further disclosed that a sustained release of recombinant adenovirus from 
coacervate microspheres could be demonstrated in vitro. The reference further stated 
that "Intratumoral administration of the microspheres confirmed that bicactive virus was 
released in vivo: This indicated that the released recombinant adenovirus infected 
tumor cells, and expression of the luciferase gene occurred intracellularty. so that 
detection of the infected recombinant virus could be confirmed. Therefore, the 
reference clearly anticipates the claimed invention. 
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Claims 1. 2 and 48 are rejected under 35 U.8.C. 102(a) as being anticipated by 
Leong et al. (J. Controlled Rel. 53:183-193, 1998) or are rejected under 35 O.8.C. 102 
(e) as being anticipated by Roy et al. (U.S. Patent No. 5,972,707). 

The claims are directed to a composition for controlled release of a bioactive 
substance comprising a microsphere coacervate, with a nucleic acid as a bioactive 
substance, and a delivery agent. Claim 48 is drawn to a gene delivery system for 
transfecting a cell with an expression vector comprising the same composition. 

Both Leong e. al. and Roy et al. disclosed a composition of DNA-gelatin or DNA- 
chitosan coacervate nanospheres as gene delivery vehi.es. The DNA-nanospheres 
are 200-750 nm in size (see abstract), which are within the size range defined by the 
microsphere of the instant claimed invention 500 nm to about 1um (lines 29-30, page 
10). injection of gelatin nanospheres containing pcBLacZ expression vector into the 
tibialis muscle bundle of mice produced beta-galactosidase expression for a. leas, 21 
days (See Fig. 9 in Leong e, al. or Fig. 22 in Roy e, a,.). Therefore, the reference 
clearly anticipates the claimed invention. 

Claim 29 is rejected under 35 U.S.C. 102(b) as being anticipated by Beer et al. 
(Adv. Drug Delivery Reviews 27:59-66, 1997). 

The claim is directed to a gene delivery system for transducing cells of a host, 
comprising: a microsphere encapsulating a. leas, a nucleic acid and a delivery agent for 
faceting intracellular delivery of said nucleic acid, wherein upon administration of said 
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mi crosphere .0 a host, controlled release of said microsphere results in transduction of 

cells of said host by said nucleic acid. 

Beer et al. disclosed a composition of poly (lactic-glycolic) add (PLGA) 
mi crospheres containing recombinant adenovirus. After injection into the striatum of 
mi ce with microspheres containing AdRSVntlacZ, beta-galactosidase activity was 
detected in harvested brains after 7 days, and a dose dependent increase in beta- 
galactosidase activity was also noted (see Fig. 4). Thus, the reference clearly 
anticipates the claimed invention. 

Claim Rejections - 35 (JSC § 103 

» ~t nc 1 1 c r 103(a> which forms the basis for all 
The following is a quotation of 35 U.S.U l<*Ha) wraui 

obviousness rejections set forth in this Office action: 

W A patent n,ay no. be °^ ^^0*^ 

forth in section 102of IhBMe, ''^. d *^ e r ^Xle would have been obvious at the time the 
the prior art a,e suoh that the s *'"*'*i~;,,« ,„ „hich said subject matter pertams. 

SeS^ 

This application currently names join, inventors. In considering patentability of 
tne claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
tne various claims was commonly owned a. the time any inventions covered therein 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned a. the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(f) or (g) prior 
art under 35 U.S.C. 103(a). 
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Claims 1-28, 35, 36, 37, and 39 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Leong et al. (J. Controlled Rel. 53:183-193, 1998) or Roy et al. (US 
Patent No. 5,972,707) in view of Beer et al. (Adv. Drug Delivery Reviews 27:59-66, 
1997), Narayani & Rao (J. Biomater. Sci. Polymer Edn. 7:39-48, 1995), and Hedley et 

al. (US Patent No. 5,783,567). 

The claims are drawn to a composition for controlled release of a bioactive 
substance, comprising a coacervate microsphere containing a nucleic acid in the form 
of a recombinant expression vector or a recombinant virus, gelatin and alginate as 
anionic and cationic molecules, respectively, with calcium cation as a crosslinking agent 
for said microsphere. Claim 35 is directed to a kit containing a gene delivery system 
comprising the same coacervate microsphere. 

Both Leong et al. and Roy et al. disclosed a composition of nanospheres 
synthesized by the complex coacervation of DNA plasmids containing reporter genes 
(luciferase, GFP, and LacZ) with either gelatin or chitosan. These nanospheres were 
evaluated as gene delivery vehicles in various cell lines and in BALB/c mice. It was 
found that the transfection efficiency of gelatin nanospheres containing the LacZ gene 
was higher and more sustained than that achieved by naked DNA and lipofectamine 
complexes in muscles of injected BALB/c mice. However, the replication-defective 
adeno-associated virus (AAV) carrying the corresponding LacZ gene was the most 
efficient, eliciting a beta-galactosidase expression of 50-100 times higher than that of 
the nanospheres at day 7, and the level increased 6-12 folds higher at day 21 (Leong et 
al., column 2, page 190; Roy et al., first paragraph, column 11). Leong et al. suggested 
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mat other bioactive agents, macromolecules, charged compounds, and multiple 
plasmids could be coencapsula.ed into the nanospheres (column 2, last paragraph, 
page 186; column 1, firs, paragraph, page 192). Leong et al. further disclosed that with 
an appropriate surface modification the DNA-nanosphere can be lyophilized and stored 
without loss of bioactivity (See abstract). Neither reference taught specifically the 
inclusion of an anionic molecule, such as alginate molecule, in addition to the nucleic 
acid molecule in said nanospheres. Nor the disclosed composition comprised a metal 
cation calcium as a crosslinks agent or a recombinant virus as a component in the 
nanospheres. 

Beer et al. disclosed the preparation of poly (lactic-glycolic) acid (PLGA) 
microspheres containing recombinant adenovirus for potential use in gene therapy for 
brain tumors. Although viable virus could be delivered both in vitro and in «Vo from the 
PLGA microspheres, however, optimal microencapsulation yield, virus stability, and 
efficient transfer remained elusive (second column, second paragraph, page 63). Beer 
e. al. suggested that different polymers should be investigated for their ability to allow 
for sustained release of recombinant viral vectors (column 2, last paragraph, page 63). 

Narayani & Rao taught that gelatin capsules coated with various concentrations 
of sodium alginate and cross-linked with appropriate concentrations of calcium chloride 
remained intact for up to 3 h in the stomach prior to their migration to the large intestine 
where they would disintegrate. In contrast, uncoated gelatin capsules disintegrated in 
the stomach within 15 min of ingestion (See abstract). The reference suggested that 
alginated coated gelatin-capsules are safe orai delivery vehicle to carry microspheres 
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Hedley et al. disclosed the preparation and a metho 
micropa «es — a po^o a p— anionic de— 

into the animal (See claims 1 5-20). 

Acc ord i n Sly , it wo Ul d haV e b eeno W ous t oapersono f ord i nar y «,n t ea^ 

; d L y e, , » a piasmid ^ * a — , MV or a~ 

ZL» .en, and ,e .ran.ene in . e,press,on V eCor or recom « « 
1 art Id « carried o- said mod«ons .eca.se in ,e s tU dies - L eon 9 e 

^„ ^,7^ 

con,ainin 9 UCZ 9 ene and nanos P .eres containin, ^ S a m e P- J 

AAV, could . — ed in t o ,e nanos.eres. 
et al sugges ,ed « — poiy.er —ere, inc,din 9 said nan sphere 
iposi, — * — ,ed f or *eir a« y „ aiiow ,or — d reiease 
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and adverse host immune response against delivered adenoviral vectors (see column 2, 
third paragraph, page 60), Although the DNA encapsulated in the gelatin-DNA 
nanosphere composition disclosed by Leong at al. or Roy et al. is stable in 10% fetal 
bovine serum for 4 h (column 1, second paragraph, page 188), the DNA in said 
composition would be further protected from nuclease degradation by the incorporation 
of alginate molecule with calcium as a crosslinks agent as taught by Narayani & Rao. 
This would extend the time available for a sustained release of recombinant virus from 
the modified coacerva.e composition at target sites. Through the teaching of Hedley et 
al., the transgene in the recombinant expression vector or recombinant virus in the 
modified composition may encode an antigen to elicit a cytotoxic T cell response in an 
animal, with a potential use as an effective vaccine. In the absence of evidence to the 
contrary, the modified coacerva.e nanospheres would have the same functional 
properties as those of coaoervate microspheres of the instant application. Moreover, a 
kit comprising coaoervate microspheres of the instant claimed invention would also be 
obvious over the modified nanosphere composition. 

Thus, the claimed invention as a whole was prima facie obvious in the absence 

of evidence to the contrary. 

Claims 30, 31, and 33 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Leong et al. (J. Controlled Rel. 53:183-193, 1998) or Roy et al. (US 
Patent No. 5,972,707) in view of Beer e. al. (Adv. Drug Delivery Reviews 27:59-66, 
1997) and Narayani & Rao (J. Biomater. Sci. Polymer Edn. 7:3M8, 1995). 
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The claims are drawn to a method for delivering a nucleic acid to a host, 
comprising : administering to a host a composition comprising a coacervate, wherein: (i) 
said coacervate incorporates a nucleic acid contained in a transfer vector having at 
least one regulatory element; (ii) said coacervate comprises a cationic molecule and an 
anionic molecule other than said nucleic acid; (iii) said coacervate is a microsphere; and 
(iv) said coacervate incorporates a delivery agent, wherein said adminstration of said 
composition results in controlled release of said transfer vector in vivo. The claims are 
also directed to the same method wherein the transfer vector is a viral vector, and the 
delivery agent is a virus of said viral vector, and said virus facilitates intracellular 

delivery of said viral vector. 

Both Leong et al. and Roy et al. disclosed a method for delivering a pcBLacZ 
vector containing in gelatin nanospheres into mouse tibialis muscles, which resulted in a 
sustained beta-galactosidase expression for at least 21 days, as already described 
above. The references did not teach a method for delivering a nucleic acid to a host 
with a coacervate microsphere composition, which further comprises an anionic 
molecule other than a nucleic acid, or the encapsulated nucleic acid is in the form of a 
recombinant virus. However, these deficiencies can be overcome by the teachings and 
motivations provided by Narayami & Rao and Beer et al., as already discussed above. 
Therefore, the claimed invention as a whole was prima facie obvious in the absence of 
evidence to the contrary. 
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.. — - * « ' •• - ~ 

^rr:- 

molecule encapsulate a nucleic acid, preteraDiy 

pharmaJca, composition in the form - microspheres, comprising the following steps: 

W proving a gelat, ( o(ution; (c) adding a merape^icaiiy 

chondroitin sulfate (an anionic molecule) aque 

* the soiution in step M (, — - — and chondroitin suifate solans 

• adding a crosslink agent to the coacervate 

form a coacervate suspension; (e) adding 

. .v,= rnacervates encapsulating the 
.„ rrnsslink the coacervates, the coacervares 

be washed and dried in a standard techmques, e.g., 
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paragraph,. However. Leong et a,, did no, teach a process of preparing a coacervate 
microsphere which encapsulates a nucleic acid. 

The teachings of Leong e. al. (J. Control Rel. 53:183-193, 1998), Roy et al. 
and Beer e. al have already been presented above. In summary, Leong et a., taught 
the incorporation of plasmid DNA into coacervate nanospheres (DNA-gelatin or DNA- 
chitosan), and showed that the gelatin nanospheres containing pcBLacZ gene conferred 
beta-galactosidase expression in muscles of BALB/c mice for at leas. 21 days. 
However, Leong et al. also noted that AAV virions were more efficient in expressing 
beta-galactosidase expression in mouse muscles in comparison with both naKed 
plasmid containing the same LacZ gene and nanospheres containing the same plasmid. 
Leong e. al. further suggested that other bioactive substance, presumably AAV virions, 
could also be incorporated into the nanospheres. Beer et a., taught that recombinant 
adenovirus encapsulated in PLGA could be released in v,Vo. and directed beta- 
galactosidase expression in brain tissues o, treated mice. However, Beer et al. 
suggested that different polymers should be investigated to produce compositions that 
allow improved sustained release of recombinant viral vectors. 

Accordingly, it would have been obvious to a person of ordinary skill in the art a. 
the time of invention was made to modify a method of preparing a coarceva.e 
microsphere disclosed by Leong e, al. (US Paten, No. 5,759,582, with the combined 
teachings of Leong e, al. (J. Controlled Rel. 53:183-193, 1998), Roy e. al. and Beer e. 
a , by substituting a pharmaceutical composition comprising water soluble protein, 
peptide, glycoproein, or mixture thereof in step (c) with a recombinant AAV or a 
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recombinant adenovirus to arrive at the instantly claimed invention, including a 
coacervate microsphere prepared by the same process. The motivation for one of 
ordinary skill in the art to carry out the above modification is to improve a process for 
obtaining an composition that allows an effective and sustained expression of a 
transgene in animals with potential applicability for treating human diseases. This 
motivation is apparent in cited references, particularly by Beer et al. (see last paragraph, 
column 2, page 63). Therefore, the claimed invention as a whole was prima facie 
obvious in the absence of evidence to the contrary. 



Conclusions 

No claim is allowed. 



Any inquiry concerning this communication or earlier communications from the 
examinVshould be directed to Quang Nguyen, Ph.D., whose telephone number .s 

(7 ° 3) Tatmpts to reach the examiner by telephone are unsuccessful the examiner's 
suoervisor Jasemine C. Chambers, Ph.D., may be reached at (703 308-2035. 
SUP Any inquiry of a genera, nature or relating to the status of M should 
be directed to the Group receptionist whose telephone number is (703) 308-2801 . 

To aid in correlating any papers for this application, all further 
correspondence regarding this application should be d.rected to Group Art Un.t 
1632. 

Papers related to this application may be submitted to Group 160 by facsimile 
transmfssion Papers should be faxed to Group 160 via the PTO Fax Center locatec in 
r rvsta mLTi The faxing of such papers must conform with the notice published in the 
Official GaLtte 1096 OG 9 30 (November 15,1989). The CM1 Fax Center number ,s or 
(703) 305-3014 or (703) 308-4242. 



